response to extracellular matrix components in arthritis. The presumption is that the components of cartilage extracellular matrix exist, under normal conditions, in a sequestered state. Once released from cartilage, and provided that they are in a form recognisable by immunocompetent cells, these components are capable of initiating cell mediated and humoral immune responses. It is important to note that the major portion of these extracellular matrix molecules comes from the already established structurally stable cartilage matrix. Thus a tenet of this hypothesis is that enhanced release of extracellular matrix components occurs as a consequence of local joint disturbances involving cell communications,5 6 monokine and lymphokine mediated activation, and synthesis of proteoglycanases and collagenase derived from synoviocytes and chondrocytes.7 l The alterations in proteoglycan and collagen structure are not solely limited to areas of the cartilage-pannus interface in inflammatory arthritis as erosions are frequently seen in pannus free areas 520 Articular cartilage proteoglycan in immune synovitis 521 as well.'2 In addition, compensatory synthesis repair of proteoglycans and collagen by the affected joint must also be considered in this regard, since marked structural alterations due to disease would result in their inability to become an established component of the cartilage extracellular matrix.
The present investigation studied early changes in newly synthesised and endogenous proteoglycans in a well established animal model of rheumatoid arthritis, which involves hyperimmunisation of rabbits with autolo gous IgG before intra-articular injection of IgG. Reduction and alkylation of the dAl fraction showed no differences among the groups in the hydrodynamic size of the proteoglycan monomer (Fig. 2) . Neither the newly synthesised nor the endogenous proteoglycan monomer in the dAl fraction of IS-IgG cartilage was hydrodynamically smaller than either of the control groups.
IN VIVO EXPERIMENTS
We ascertained whether the changes in the distribution of proteoglycan in the dAl fraction of IS-IgG rabbit cartilage measured in ex vivo explant culture occurred in vivo as well. The amount of newly synthesised proteoglycan aggregate found in IS-IgG cartilage was significantly diminished (Table 2 ). In addition, there was a marked increase in the hydrodynamically small proteoglycan subpopulation (fraction III). No changes were seen in fraction II. Interestingly, these alterations were not found in the dA1 fraction of cartilage derived from the contralateral knee of rabbits with IS-IgG (data not shown). This suggested that the change in elution profile of fraction dAl was limited to the pathologically affected knee.
FORMATION OF PROTEOGLYCAN AGGREGATES
Proteoglycan monomer fractions (dDl) were pre- statistically significant relationship between the diminution of proteoglycan aggregate and the pathology score of the synovium (Figs 3C and D 25 The results of this investigation indicated that the structure of the existing proteoglycan was altered as expected. The newly synthesised proteoglycan, however, was also affected as characterised by a reduction in the amount of proteoglycan aggregated to hyaluronic acid, and by the increased synthesis of hydrodynamically small proteoglycans. 
